

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

(Atty Docket No. 104385.140) 

In Re: 

Application of: Bennett et al. RECEIVED Group Art Unit: 1644 

Serial Number: 08/722,659 |ffg 0 ft )999 Examiner: Lubet, M. 

Filed: September 27, 1996 OFFICE: OF PETITIONS 

A/C PATENTS 

For: USE OF HEPARINASE TO DECREASE INFLAMMATORY RESPONSES 

***************************************************************************^^ 

I hereby certify that this correspondence is being deposited with the United States Postal Service 
as first class mail in an envelope addressed to BOX AFTER FINAL Assistant Commissioner for 
Patents, Washington, D.C. 20231 on the date set forth below.- ~ 

I km bv iriM^j^j r/iAAAjAt 

Date At Signature fi / - - 0 # i 

and of Mail Deposit fc+nci*, fcri/ef 

*************************************************** 

PETITION UNDER 37 CF.R. § 1.47(a) 

WD 

BOX AFTER FINAL 0 £ ri 

Assistant Commissioner for Patents g ~ ^ 

Washington, D.C. 20231 eg ro T * 

^ S 

Sir: co -* 

06/15/1999 KPETERSQ 00000004 080219 087ES659 ° 9? 

CO 

0i FC:12E 130.0Crpf{ e assignee of this invention, IBEX Technologies Corporation, respectfully 

petitions the Commissioner under 37 CF.R. § 1.47(a) to accept the Declaration 

Pursuant to 37 CFR 1.131 filed on November 23, 1998 in the above-referenced 

*!uf3 ^^^^IS^^M^ one 3 oint Mentor, D. Clark Bennett, has refused to sign the 
0i FC:i22 " 130*00 Qh" 
declaration. 



This Petition is accompanied by the following: 

1. A Declaration of Dr. Richard Vickers with Exhibits A to F. 



The Commissioner is hereby authorized to charge the petition fee required 
under § 1.17(i) to deposit account No. 08-0219. 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

(Atty Docket No. 104385.140) 



Filed: September 27, 1996 



Serial Number: 08/722,659 



In Re: 



Application of: Bennett et al. 




Group Art Unit: 1644 



Examiner: Lubet, M. 



For: 



USE OF HEPARINASE TO DECREASE INFLAMMATORY RESPONSES 



DECLARATION OF RICHARD S. VICKERS PH.D. 



Sir: 



The undersigned, Richard S. Vickers, Ph.D., declares and states that: 

1. I am the Vice President for Business Development for IBEX Technologies 
Corporation ("IBEX"). 

2. Dr. Bennett was employed by IBEX at the time the above-referenced 
application was filed on September 27, 1996. 

3. On or about March 24, 1997, Dr. Bennett's employment with IBEX was 
terminated. 

4. On April 1, 1997, Dr. Bennett executed a Combined Declaration and Power of 
Attorney and an Assignment which assigned his entire right title and interest in the 
application to IBEX. 

5. I am making this declaration based on first-hand knowledge of the facts 
surrounding the refusal of one of the joint inventors, D. Clark Bennett, Ph.D., to sign 
the Declaration Pursuant to 37 CFR 1.131 (the "Declaration") which was filed in the 
above-referenced application on November 23, 1998. 

6. Exhibit A is a copy of the Declaration executed by all joint inventors other than 
Dr. Bennett. 



t 
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7. Exhibit B is a copy of a letter dated November 2, 1998 from Ms. Claire 
Bergeron of IBEX's Montreal Office to Dr. Bennett requesting that he execute the 
Declaration for the above-referenced application. 



by Ms. Bergeron and forwarded to me. In Dr. Bennett's reply, he states among other 
things that he believes that the work referred to in the Declaration was completed 
prior to the publication dates of the listed references, but that, as he does not have 
personal access to the notebooks from which the exhibits to the Declaration came, he 
is unwilling to sign the Declaration. 

9. On November 4, 1998 I personally spoke to Dr. Bennett by telephone and 
discussed the Declaration and the exhibits to the Declaration. Based on this 
conversation, it was my understanding that Dr. Bennett agreed to execute the 
Declaration. 

10. Exhibit D is a copy of my letter dated November 4, 1998 to Dr. Bennett with 
which I enclosed copies of the notebook pages used as exhibits for the Declaration 
and a copy of page from his notebook, which page had an earlier date than the 
notebook pages which were used as exhibits for the Declaration and which page 
described the concept of the invention. In this letter I referred to my conversation 
with Dr. Bennett of that morning and restated that the purpose of the Declaration 
was to "swear behind" the publication dates of the articles cited by the Examiner for 
the above-referenced application. The dates of the notebook pages have been 
redacted from this letter. On the same day as this letter was mailed, a new copy of 
the Declaration and its exhibits were re-sent to him from IBEX's Montreal Office. 

11. On November 12, 1998 I attempted to contact Dr. Bennett and was 
unsuccessful at reaching him personally, so I left a message inquiring if he had any 
further questions, and asking when I would receive the executed Declaration. 



8. 



Exhibit C is a copy of the reply from Dr. Bennett received November 4, 1998 
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12. On November 13, 1998 I spoke with Dr. Bennett by telephone and discussed 
the Declaration and the notebook pages which had been provided to him. Dr. 
Bennett demanded that paragraph 5 of the Declaration be amended to insert "I 
believe that" at the beginning of the first sentence, such that the sentence would now 
read " I believe that prior to the publication dates of the articles cited in paragraph 2 
above, we conceived of and reduced to practice the invention which is most broadly 
claimed in Claim 1 of the above-referenced patent application." Dr. Bennett also 
demanded that he be provided with the original notebooks to verify the dates on the 
pages. I explained that IBEX could not send the original notebooks to him and 
offered that notarized copies of the notebook pages which are used as exhibits to the 
Declaration and notarized copies of his relevant notebook pages be sent to him 
instead. Based on this conversation, it was my understanding that Dr. Bennett 
agreed to execute the Declaration if it was amended as above and if he was provided 
with notarized copies of the relevant notebook pages. 

13. Exhibit E is a copy of the Declaration that was amended as requested by Dr. 
Bennett (hereafter the "Bennett Declaration"). 

14. Exhibit F is a copy of my letter dated November 17, 1998 to Dr. Bennett with 
which I enclosed the Bennett Declaration and notarized copies of the relevant 
notebook pages. 

15. On each of December 1, 1998 and December 4, 1998, 1 telephoned Dr. Bennett 
to inquire when he would return the executed Bennett Declaration. Each time I was 
unable to reach Dr. Bennett personally and left him a message on his personal 
voicemail. 

16. On December 8, 1998, 1 spoke with Dr. Bennett by telephone. In that 
conversation Dr. Bennett stated that he refused to execute the Bennett Declaration 
and that he would not execute any documents for IBEX in the future. 

17. On information and belief, Dr. Bennett has not signed the Declaration Pursuant 
to 37 CFR 1.131 for the above-referenced patent application. 
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18. On information and belief, filing of the Declaration Pursuant to 37 CFR 1.131 
under 37 CFR §1. 47(a) is necessary to preserve the rights of the assignee, IBEX 
Technologies Corporation. 

19. I declare further that all statements made herein of my own knowledge are 
true, and that all statements made on information and belief are believed to be true, 
and further that the statements are made with the knowledge that wilful false 
statements and the like are punishable by fine or imprisonment, or both, under §1001 
of Title 18 of the United States Code, and that such wilful false statements may 
jeopardize the validity of the patent application or any patent issuing thereon. 



Respectfully submitted, 



Dated: December 1998 




Richard. S. Vickers, Ph.D. 
Vice President for Business Development 
IBEX Technologies Corporation 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

(Atty Docket No. 104385.140) 

/O • \ 

In Re: / 

Application of: Bennett et al. , JWj „ 8 m &\ Group Art Unit: 1644 

Serial Number: 08/722,659 Examiner: Lubet, M. 

Filed: September 27, 1996 
For: USE OF HEPARIN ASE TO DECREASE INFLAMMATORY RESPONSES 



DECLARATION PURSUANT TO 37 C.F.R. 61.131 

We, D. Clark Bennett, Elizabeth Cauchon, Ariane Hsia, Pamela Danagher, 
Brigitte Grouix and Joseph Zimmermann, hereby declare as follows: 

1. We are the co-inventors of the above-referenced patent application, 
which claims priority to provisional application 60/004,622, filed September 29, 1995. 

2. We understand that this Declaration is being made to establish a date of 
invention prior to the date of publication for the following publications which have 
been cited against the above-referenced patent application by the Examiner: 

3. Each of the listed publications was published less than one year prior to 
the priority date of the instant application. 

a. Gilat et al., (1995) J. Exp. Med., vol. 181, pp. 1929-1934, 
published May 1995. 

b. Gilat et al., (1994) J. Immunol, vol. 153, pp 4899-4906, 
published December 31, 1994 

c. Hoogewerf et al., (1995) J. Biol. Chem., vol. 270, pp. 3268-3277, 
published February 17, 1995. 

d. Lider et al., (1995) Proc. Natl. Acad. Sci. USA, vol. 92, pp. 5037-5041, 
published May 1995. 
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4. The invention was conceived and reduced to practice in a NAFTA 
country, Canada, and is entitled to the provisions 35 USC § 104. 

5. Prior to the publication dates of the articles recited in paragraph 2 
above, we conceived of and reduced to practice the invention which is most broadly 
claimed in Claim 1 of the above-referenced patent application. 

6. Attached hereto as EXHIBIT A, Pages 14 and 15, are true copies of 
laboratory notebook pages from a bound laboratory notebook, signed by Elizabeth 
Cauchon and witnessed by Pamela Danagher, except that the dates on the pages have 
been removed. The redacted dates are all prior to each of the publication dates listed 
in paragraph 2 above. 

7. Notebook Pages 14 and 15 are a record of the reduction to practice of 
the invention in an in vitro neutrophil transmigration assay system. This assay 
system is an accepted in vitro model of neutrophil extravasation and is used to 
analyze conditions affecting neutrophil extravasation, a key step in local 
inflammatory response. The results presented in Notebook Pages 14 and 15 
demonstrated that heparinase treatment of HUVECs (human umbilical venous 
endothelial cells) inhibits neutrophil transmigration. The demonstrated inhibition of 
in vitro neutrophil transmigration reasonably infers that a localized inflammatory 
response in tissue can be decreased by administration of heparinase enzyme to a 
patient. The results of several neutrophil transmigration assays were presented in the 
provisional application on pages 26-29 (Example 4). 

9. We hereby further declare that all statements made herein of our own 
knowledge are true and that all statements made on information and belief are 
believed to be true and further that these statements were made with the knowledge 
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that willful false statements and the like so made are punishable by fine or 
imprisonment or both under Section 1001 of Title 18 of the United States Code and 
that such willful false statements may jeopardize the validity of the application or 
any patent issuing thereon. 

Signed: . 

D. Clark Bennett 

Dated: . 



Signed: *Qr£t€k Qx^rftrV^ 

Elizabeth Cauchon 

Dated: A W, ^>^0^k Q t 



Signed: 

Ariane Hsia 

Dated: 



Signed: 

Pamela Danagher 

Dated: 



Signed: . 

Brigitte Grouix 

Dated: . 



Signed: 

Joseph Zimmermann 

Dated: 
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that willful false statements and the like so made are punishable by fine or 
imprisonment or both under Section 1001 of Title 18 of the United States Code and 
that such willful false statements may jeopardize the validity of the application or 
any patent issuing thereon. 



Signed: 



D. Clark Bennett 



Dated: 



Signed: 



Elizabeth Cauchon 



Dated: 



Signed: 



Dated: 




Ariane HsiaQ-/ 



Signed: 



Pamela Danagher 



Dated: 



Signed: 



Brigitte Grouix 



Dated: 



Signed: 



Joseph Zimmermann 



Dated: 
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that willful false statements and the like so made are punishable by fine or 
imprisonment or both under Section 1001 of Title 18 of the United States Code and 
that such willful false statements may jeopardize the validity of the application or 
any patent issuing thereon. 

Signed: 

D. Clark Bennett 

* Dated: - 



Signed: 
Dated: 
Signed: 
Dated: 



Elizabeth Cauchon 



Ariane Hsia 



Signed: 

Pamela Danagher 

Dated: Mrw*W Q i llM 



Signed: . — 

Brigitte Grouix 

Dated: 



Signed: 

Joseph Zimmermann 



Dated: 
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that willful false statements and the like so made are punishable by fine or 
imprisonment or both under Section 1001 of Title 18 of the United States Code and 
that such willful false statements may jeopardize the validity of the application or 
any patent issuing thereon. 

Signed: . 

D. Clark Bennett 

Dated: - 



Signed: 

Elizabeth Cauchon 

Dated: 



Signed: . . 

Ariane Hsia 

Dated: 



Signed: . 

Pamela Danagher 

Dated: . 



Signed: 




Dated: U- U- 



Signed: 

Joseph Zimmermann 

Dated: 
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that willful false statements and the like so made are punishable by fine or 
imprisonment or both under Section 1001 of Title 18 of the United States Code and 
that such willful false statements may jeopardize the validity of the application or 
any patent issuing thereon. 



Signed: 



D. Clark Bennett 



Dated: 



Signed: 



Elizabeth Cauchon 



Dated: 



Signed: 



Ariane Hsia 



Dated: 



Signed: 



Dated: 



Pamela Danagher 



Signed: 
Dated: 
Signed: - 
Dated: 



Brigitte Grouix 
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In Re: 

Application of: Bennett et al. Group Art Unit: 1644 
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IBEX Technologies Inc. 

5485 Pare, Montreal, Quebec, Canada H4P. 1P7 
November 2, 1 998 Tel.: (514) 344-4004 • Fax: (514) 344-8827 

Email: lnfo®IBEX.ca 

VIA FEDERAL EXPRESS 



Clark Bennett 
1687 Sunnycove Drive 
Mississauga, Ontario 
L4X1B6 

Re- U S. Patent Application Serial No. 08/722,659 for 

-Use of Heparinases to Decrease Inflammatory Responses 



Dear Mr. Bennett: 



Your assistance is needed in formulating a response to the patent Examiner handling the 
abov^ no Sication. Several published artides have ^^^^^Zb 
nrior art aaainst this application. Since all of these articles were published AFTER the date 
oTwhteh ^^h^ventionwas made and reduced to practice they can be eliminated as pnor 
art by "swearing behind" or formally declaring this to be fact. 

Enclosed is a formal Declaration prepared by our patent attorney for this purpose 1 1 ask 
that you carefully read the Declaration, the pending cla.ms. and Example 4 from tae 
pending application. If the representations are factually correct please »W *» 
Declaration using the enclosed pre-addressed/direct-billed Fed-Ex envelope by Fnday, 

November 13* 

Please accept my appreciation in advance for your cooperation in this matter. 




DEC 17 '98 16:39 
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November 4, 1998 , HC vt u , • 

•BEX Technologies Corporation 

VIA cyddcoc . . « .. v ? r8at Va,ley Parkwa y. Suite 300, Malvern PA 19355 

VIA EXPRFSS Tel.: (610) 407-4200 . Fax: (610) 407-4270 

D. Clark Bennett, Ph.D. 
1 687 Sunnycove Drive 

Mississagua, Ontario L4X1B6 
CANADA 

Dear Clark: 

^^-KSffi^^ ** - Paw app„cation deating 

and Declaration are being vJ^ nutom MZ^T^ J**- ° mM packet of information 9 
ietter is received. ^ rom Montreal - « should arrive at the same time that this 

Enclosed are oop.es o, Research Notebook pages which we discussed this morning: 

' '^^S^^^^ and witnessed 

breakdown the ^ISSCZKS!^ ^ 

' SeVs 4 ed and 15 of ^SmSSL^rr N °- 029402 

binding sites for chemokine's SS^tt ,0 rem ™ 

publication for the cited articles (December! "* ^ ' han an * dates ° f 

p e o C ra ra rt ,IO H n 10 " SW6ar behind - ■» dates o, the 

■ncluded. you should now bSSTT^.'SSSS SEft33?£'T"T n °' eb0t>k pa = 6s «» *2 
_ s Wlc,es 5 and 6 of lhe Declaration with a clear conscience 

Please accept my appreciation in advance for s ,g„,„ a and relurnlng „ 

^rssssr m' ^^ft--*ssr 1 am ,arrt,iar 

Best regards,. 



Richard S. Vickers, Ph.D. 
Enclosures 
c .c: R. Heft, Ph.D 



rv nen, Kn.D \a 
G- Rice, Ph.D. (Hale & Dorr) 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

(Atty Docket No. 104385.140) 

In Re: 

Application of: Bennett et al. Group Art Unit: 1644 

Serial Number: 08/722,659 Examiner: Lubet, M. 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

(Atty Docket No. 104385.140) 



In Re: 



Application of: Bennett et al. 



Group Art Unit: 1644 



Serial Number: 08/722,659 



Examiner: Lubet, M. 



Filed: September 27, 1996 



For: 



USE OF HEPARINASE TO DECREASE INFLAMMATORY RESPONSES 



DECLARATION PURSUANT TO 37 C.F.R. §1.131 



We, D. Clark Bennett, Elizabeth Cauchon, Ariane Hsia, Pamela Danagher, 
Brigitte Grouix and Joseph Zimmermann, hereby declare as follows: 

1. We are the co-inventors of the above-referenced patent application, 
which claims priority to provisional application 60/004,622, filed September 29, 1995. 

2. We understand that this Declaration is being made to establish a date of 
invention prior to the date of publication for the following publications which have 
been cited against the above-referenced patent application by the Examiner: 

3. Each of the listed publications was published less than one year prior to 
the priority date of the instant application. 



a. Gilat et al, (1995) J. Exp. Med., vol. 181, pp. 1929-1934, 
published May 1995. 

b. Gilat et al., (1994) J. Immunol, vol. 153, pp 4899-4906, 
published December 31, 1994 

c. Hoogewerf et al., (1995) J. Biol. Chem., vol. 270, pp. 3268-3277, 
published February 17, 1995. 

d. Lider et al, (1995) Proc. Natl. Acad. Sci. USA, vol. 92, pp. 5037-5041, 
published May 1995. 
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4. The invention was conceived and reduced to practice in a NAFTA 
country, Canada, and is entitled to the provisions 35 USC § 104. 

5. I believe that prior to the publication dates of the articles recited in 
paragraph 2 above, we conceived of and reduced to practice the invention which is 
most broadly claimed in Claim 1 of the above-referenced patent application. 

6. Attached hereto as EXHIBIT A, Pages 14 and 15, are true copies of 
laboratory notebook pages from a bound laboratory notebook, signed by Elizabeth 
Cauchon and witnessed by Pamela Danagher, except that the dates on the pages have 
been removed. The redacted dates are all prior to each of the publication dates listed 
in paragraph 2 above. 

7. Notebook Pages 14 and 15 are a record of the reduction to practice of 
the invention in an in vitro neutrophil transmigration assay system. This assay 
system is an accepted in vitro model of neutrophil extravasation and is used to 
analyze conditions affecting neutrophil extravasation, a key step in local 
inflammatory response. The results presented in Notebook Pages 14 and 15 
demonstrated that heparinase treatment of HUVECs (human umbilical venous 
endothelial cells) inhibits neutrophil transmigration. The demonstrated inhibition of 
in vitro neutrophil transmigration reasonably infers that a localized inflammatory 
response in tissue can be decreased by administration of heparinase enzyme to a 
patient. The results of several neutrophil transmigration assays were presented in the 
provisional application on pages 26-29 (Example 4). 

9. We hereby further declare that all statements made herein of our own 
knowledge are true and that all statements made on information and belief are 
believed to be true and further that these statements were made with the knowledge 
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that willful false statements and the like so made are punishable by fine or 
imprisonment or both under Section 1001 of Title 18 of the United States Code and 
that such willful false statements may jeopardize the validity of the application or 
any patent issuing thereon. 

Signed: 

D. Clark Bennett 

Dated: 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

(Atty Docket No. 104385.140) 

In Re: 

Application of: Bennett et al. Group Art Unit: 1644 
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November 17, 1998 IBEX Technologies Corporation 

5 Great Valley Parkway, Suite 300, Malvern, PA 19355 

VIA EXPRESS MAIL TeL: (610) A07 ' A20Q 9 Fax: (610) 407 - 4270 



D. ClarK Bennett, Ph.D. 
241 Trumbull Road 
Waterford, CT 06385 

Dear Clark: 

Enclosed Is a revised Declaration for the patent application dealing with "Use of Heparinase to 
Decrease Inflammatory Responses." I have included the original page along with a "mark-up" 
showing the revision. 

Since we cannot send you the original Research Notebooks and it is impractical for you to travel to 
Montr6aI to personally look at them, I have enclosed notarized copies of the relevant pages: 

• Page 28 of your Notebook No. 029405 (dated and witnessed ) in which the 
concept of heparinase treatment to remove endotnelial membrane heparin and breakdown tne chemoklpe 
concentration gradient is described; and 

• Pages 14 and 15 of Elizabeth Cauchon's Notebook No. 029402 (dated and witnessed 

) in which the reduction to practice of heparinase treatment to remove Dinoing sites for 
chemokines and reduce neutrophil migration is described. 

As noted previously, only the latter pages describing the reduction to practice of the invention have 
been used for the Declaration. 

Since the purpose of this Declaration is to "swear behind" the publication dates of the articles cited by 
the Patent Examiner as prior art, it is only necessary that the invention pre-date the publications by 
one day. The notarized pages containing the dates of conception and reduction to practice of the 
invention show that both events occurred at least four months prior to the publication dates for the 
cited articles (December 31, 1994 - May, 1995). 

Having revised the text of the Declaration per your request and having provided certified copies of the 
cited Research Notebook pages, I ask that you now sign, date and return the Declaration to me at 
your earliest convenience. I have enclosed an addressed, pre-paid express mail envelope for this 
purpose. 



Sincerely, 




Richard S. Vickers, Ph.D. 

Enclosures 

cc: R. Heft, Ph.D. 

G. Rice, Ph.D. (Hale & Dorr) 
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